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1. 



This international preliminarv era m ; MA *: _ 



This REPORT consists of a total of 



sheets, including this cover sheet 



3. 



report is also accompanied bv ANINTPYbc • 
These annexes consist of a total of 

sheets. 

This report contains indications relating to the following 
I fi asis of the report 

IT Q Priority 



items: 



Non-establishment of opinion with regaixl to 
Lack of unity of invention 



novelty, inventive step and industrial applicability 



Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



Date of submission of the demand 

II July 2003 (11.07.03) 
Name and mailing address of the IPEA/JP 

Facsimile No. 

Form PCT/TPEA/409 (cover sheet) (July 1998" 



Bate of completion of this 



report 



01 December 2003 (01.12.2003) 



Authorized officer 



Telephone No. 





INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP03/03867 



I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 

Lj the description: 
pages 

pages 

pages 

□ the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



» as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



, filed with the letter of 



| | the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

, filed with the deman d 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| the language of a translation furnished for the purposes of international search (under Rule 23 . 1 (b)). 
|~ the language of publication of the international application (under Rule 48.3(b)). 

|~ the language of the translation furnished for the purposes of international prelirninary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 



contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

Hi The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

4. I I The amendments have resulted in the cancellation of: 

I I the description, pages 

I the claims, Nos. 

I the drawings, sheets/fig 



| — ( This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation wider Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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HI. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 



□ 



the entire international application. 




claims Nos. 



13-16 



because: 



13-16 



<C7| the said international application, or the said claims Nos. 

relate to the following subject matter which does not require an international preliminary examination (specify): 

SEE SUPPLEMENTAL SHEET 



□ 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



□ 




the claims, or said claims Nos. 

by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 



are so inadequately supported 



13-16 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Adrninistrative Instructions: 



| [ the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or does not comply with the standard. 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 



Novelty (N) 



Inventive step (IS) 



Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 



Claims 
Claims 



1-12 



1-12 



1-12 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 



Document 1 : 



Document 2 : 



Document 3 : 



Document 4 : 



Document 5 : 



T. Takano et al., "Glutamate release promotes 
growth of malignant gliomas", Nature 
Medicine, 7 (9), pp. 1010-1015 (2001) 
Catarina L . Florian et al., "Characteristic 
metabolic profiles revealed by X H NMR 
spectroscopy for three types of brain and 
nervous system tumours", ISIMR in Biomedicine, 
Vol. 8, pp. 253-264 (1996) 

WO 96/10023 Al (Yamanouchi Pharmaceutical 
Co., Ltd.), 4 April 1996 

WP 00/54772 Al (Aventis Pharma S.A.), 21 
September 2000 

WO 97/17970 Al (Yamanouchi Pharmaceutical 
Co., Ltd.), 22 May 1997 



Document 1 discloses the effectiveness of a 
substance having a glutamate receptor antagonist action 
(the NMDA receptor antagonist MK801) in suppressing the 
growth of gliomas, which are glutamate-secreting tumour 
cells . 

Document 2 discloses the fact that glioblastomas 
secrete glutamate. 

Document 3 discloses the fact that [7- (lH-imidazol 
1-yl) -6-nitro-2, 3-dioxo-3, 4-dihydroquinoxalin-l (2H) -ly] - 
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acetic acid has a synapse glutamate receptor antagonist 
action (AMPA receptor antagonist activity) . 

Document 4 discloses the fact that 2, 3-dihydroxy-6- 
nitro-7-sulphamoylbenzo(f)quinoxaline has a synapse 
glutamate receptor antagonist action (AMPA receptor 
antagonist activity) . 

Document 5 discloses the fact that 2- [N- (4-chloro- 
phenyl) -N-me thy 1 amino] -4H-pyrido [3, 2-e] -1, 3-thiazin-4-one 
has a synapse glutamate receptor antagonist action (AMPA 
receptor antagonist activity) . 

Claims 1, 2, 5, 6, 9 and 10 

Claims 1, 2, 5, 6, 9 and 10 do not involve an 
inventive step in the light of documents 1, 2 and 3, cited 
in the international search report. 

From the disclosures in documents 1 and 2, a person 
skilled in the art could easily conceive of investigating 
application of substances having a glutamate receptor 
antagonist action in the management of glioblastoma; and 
confirmation of the practical efficacy of the compound 
disclosed in document 3 to this end cannot be considered 
especially difficult. 

Claims 1, 3, 5, 1, 9 and 11 

Claims 1, 3, 5, 1, 9 and 11 do not involve an 
inventive step in the light of documents 1, 2 and 4, cited 
in the international search report. 

From the disclosures in documents 1 and 2, a person 
skilled in the art could easily conceive of investigating 
application of substances having a glutamate receptor 
antagonist action in the management of glioblastoma; and 
confirmation of the practical efficacy of the compound 
disclosed in document 4 to this end cannot be considered 
especially difficult. 
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Claims 1, 4, 5, 8, 9 and 12 



Claims 1, 4, 5, 8, 9 and 12 do not involve an 
inventive step in the light of documents 1, 2 and 5, cited 
in the international search report. 

From the disclosures in documents 1 and 2, a person 
skilled in the art could easily conceive of investigating 
application of substances having a glutamate receptor 
antagonist action in the management of glioblastoma; and 
confirmation of the practical efficacy of the compound 
disclosed in document 5 to this end cannot be considered 
especially difficult. 
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